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mechanism behinditsaggressiveness couldlead totherapies that may b10Ck the carcinogenic  
PrOCeSSeSPeCiallyduringtheearlystageandkeepIocaldiseaseincontrol．C－kitisamemberof  
hereceptortyrosine kinase（RTK）famiIythatinfluences proliferation，migration and survivalof  
melanocytes．Ltis a protein encoded bythe proto－OnCOgene KITandisactivated byitsligand，  
StemCe”factor（SCF）duringmelanogenesis．Gain－Of－function mutationsarisingtoc－kitactivation  
independentofitsligandwereobservedinvarioustumorsespecia”ylngaStrO－intestinaL stromal  




es：Since c－kitis animportant receptor fbr melanocyte growth and maturation，its  
mightbeinferredinOMM・Moreover．thedetectionofc－kitactivatingmutation mayglVe  
aninsighttothevalueofspecificRTKinhibitorinasubsetofmeJanoma．Thus．thec－kitprotein  
expression and activating mutationsin exonslland13wereinvestigated．The correlation  
betweenincreaseproteinexpressionandthepresenceofactivatjngmutationwasalsoanalyzed．  
Materia］s and methods：Eighteen cases of OMM were used for the study．  
lmmunohistochemistrywasperformedusingc－kitantibodyandtheexpressionwasdeterminedas  
negative（－），fbcal（±），mOderate（＋）orintense（＋＋）・Mutationanalysiswasperformedby   
extracting genomic DNA from paraffin b10Cks and amplifying exonslland13・P  
CR products were subjected to singIe strand confirmation polymorphism（SSCP）  
and the by direct sequencing・  
Result＄：C－kitexpressionwas detectedinatypicaImelanocytes・Furthermore，C－kitexpression   
wasobserved′inal＝nsitucomponentsrangingfrommoderatetointense（Onlylcasehadfocal   
expression）．lninvasivecomponent，C－kitexpressionwasobservedin16／18casesbutonlyfour   
CaSeShadintenseexpression・SSCPgelsforexonslland13revealed manyaberrantbands・   
VVhenthese bandsweresequenced，missenseand siIent mutationswere observed・Missense   
mutations were observedin4／15cases（27％）with DNA amprification．Two mutations were   
Observedincaseswithincreasedproteinexpression．Onemutationwasobservedinacasewith   
SeVeralrecurrencesandanotherwasobservedinamelanotic case．  
Discu＄Sionandconcrusion：OMM hasapoorprognosiswitha5－20％survivalrate．AnaJysISOf  
「一【  
．  
PrOgreSSiontoOMM．Therefore，theexpressionofc－kitinatypicalmelanocytessuggeststherole   
Ofc－kitintheearrystageofOMMtumorJgeneSis．Althoughadecreaseinc－kitproteinfrominsitu   
toinvasive phase was observed，anincreased expression was detectedin two cases，Which   
incidentallyconfbrmedtothepresenceofmissensemutationssuggestingthecorrelationbetween   
increasedc－kitproteinandpresenceofactivating mutation．Moreover，Onemutationwasfoundin   
acasewith severalrecurrencesand anotherwasobservedin an amelanotic case．These results  
SuggeStthatc－kithas afunctionin theaggressiveness ofOMM．lnaddition，VEGF expression   
mightberegulated byc－kitslgnaltransduction cascade．SeveralRTKinhibitorshaveanti－tumOr  
斤ects by b10Cking c－kit activation aswellas suppresslng VEGF transcription and transJation．  
SinceVEGFishighlyexpressedbyOMMce”s，theuseofspecificRTKmayb10Ckc－kitactivation   
aswellassuppressang10geneSis・lnsummary，C－kitexpressionsuggestsaroleintheearlystage   
OfOMMtumorlgeneSis・C－kit proteinexpression correlated wjthactivating mutationssuggesting  
thepeninentroleoftheproto－OnCOgeneKITinthetumorlgeneSisofOMM．   
論文審査結果の要 旨  
C－kit protein expression correlated with activatlng mutationsin KIT  




上皮内悪性黒色腫、浸潤性悪性黒色腫へと進行する。   
C・kit蛋白は、染色体4qll・12に存在するKIT遺伝子によってコードさ  




関しては不明である。   
本研究の目的は、口腔悪性黒色腫におけるc・kitの関与を明らかにするこ  
とであり、免疫組織化学的手法およびmutation解析を用いて検討したも  















学位授与に催すると判定した。   
